Malleret and colleagues show the importance of the bone marrow in Plasmodium vivax biology by proving the preferential infection of young reticulocytes, generally restricted to the bone marrow, which experience accelerated maturation post-invasion 1 .
Plasmodium vivax mainly invades reticulocytes, a heterogeneous population of red blood cell precursors, characterized by a reticular network of residual RNA, whose maturation is indicated by the decreasing expression of the transferrin receptor CD71.
This host cell specificity shapes P. vivax pathobiology and the strict requirement for reticulocytes has hampered the establishment of an in vitro culture system for this parasite. By sorting different developmental stages of cord blood reticulocytes for use in an ex vivo invasion assay, Malleret and colleagues show that P. vivax merozoites prefer the youngest of the young erythrocytes. The immature CD71+ reticulocytes, generally restricted to bone marrow, were more efficiently invaded than older CD71-reticulocytes, principally found in peripheral blood. This was puzzling, as P. vivax ring stage parasites from patients were instead predominantly found in CD71-reticulocytes.
Analysing the first steps of P. vivax invasion of CD71+ reticulocytes, Malleret and colleagues revealed a remarkably rapid remodeling of P. vivax invaded reticulocytes, leading to increased deformability, accelerated loss of CD71 and replacement of clathrin pits by distinctive caveolae nanostructures.
The narrow tropism towards CD71+ immature reticulocytes, produced and largely residing in the bone marrow 2 , raises the intriguing possibility that P. vivax invasion may mainly take place in this organ rather than in the circulating blood. The authors accordingly suggest that increased deformability associated with the accelerated reticulocyte aging might contribute to the trafficking of mature parasites into this organ and the egress of infected reticulocytes into the peripheral blood system. As pointed out in the paper, the accumulation of P. vivax infections in the bone marrow extravascular spaces may explain early observations of patients scored negative for P.
vivax in peripheral blood but positive in bone marrow biopsies 3 . Several case reports described recurrences of P. vivax, as well as Plasmodium falciparum, following bone marrow transplantations 4 . Together with the evidences provided by Malleret and colleagues, these observations suggest that bone marrow can be a site where P. vivax parasites may hide and develop.
Recent reports have placed the host-parasite interplay in the bone marrow at the center of pathophysiology and transmissibility of the other main human parasite P.
falciparum by demonstrating the enrichment of late parasite stages and immature gametocytes in this organ, with the latter readily found in the bone marrow extravascular compartment [5] [6] [7] . The current study shows the potential of the bone marrow as a niche where P. vivax invasion can occur before reentering the circulation.
Intriguing similarities may deserve further attention. Most of the erythroid precursors containing P. falciparum immature gametocytes in the marrow stroma in autopsy specimens were CD71-7 , suggesting a similar parasite-mediated acceleration of host cell differentiation. Moreover, the rapid increase in deformability of the P. vivax infected immature reticulocytes, proposed to facilitate migration through the bone marrow sinusoidal lining, parallels the analogous reduction in the rigidity of erythrocytes infected with P. falciparum mature sexual stages, which may help their release from the bone marrow sequestration sites to peripheral circulation The authors argue that only young reticulocytes that have migrated out of the red bone marrow would be available for P. vivax invasion, unless invasion principally occurs in the extravascular space of the red bone marrow. The latter scenario would imply a twoway journey of P. vivax merozoites and freshly invaded reticulocytes through the bone marrow sinusoidal capillaries, similarly to what has been proposed for P. falciparum 7 .
Third, to what extent anaemia or inflammatory reactions, common during P. vivax 
